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qualitative and quantitatiJi dif f erencef • demonstrate both 

ve aitferences between TNF and anti-p60. HepG2 





cells, which express the p60 receptor, were found to be completely 
resistant to TNF but highly sensitive to the antiproliferative effects of 
anti-p60. In contrast, normal fibroblasts were found to be several fold 
more sensitive to TNF than to anti-p60. Several other epithelial cell 
lines that also express primarily the p60 receptor showed quantitative 
differences in mediation of cellular responses by TNF and anti-p60. The 
blocking of the p60 receptor by TNF had no effect on the response of HepG2 
cells to anti-p60, suggesting a difference in their binding sites. 
Anti-p60, however, inhibited the effect of TNF on fibroblasts. Ab against 
the p80 receptor had no effect by itself or on the effect of TNF and 
anti-p60. The difference in the response to TNF and anti-p60 could not be 
correlated to the differences in the level of expression of p60 receptor 
on these cells. Furthermore, cycloheximide potentiated the TNF-mediated 
effect but not that mediated through anti-p60, thus also indicating a 
difference in the mechanism of action of these two agents. Overall, these 
results demonstrate that TNF and anti-p60, although both working through 
the p60 receptor, differ in their cellular signaling. 
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with smooth muscle cell apoptosis. 

The adhesion integrin alpha (v) betaS is expressed by both activated 
endothelial cells (ECs) and smooth muscle cells (SMCs) . Peptide and 
antibody antagonists of alpha (v) beta3 have been shown to block 
angiogenesis by initiating unscheduled programmed cell death of 
proliferating ECs. The present study was designed to determine if 
antagonism of alpha (v) beta3 immediately following balloon injury might 
similarly lead to programmed cell death among activated SMCs, and thereby 
inhibit intimal thickening. Liyi609, a monoclonal antibody 
antagonist of alpha (v) beta3 , was administered locally and/or 
systemically immediately after balloon angioplasty in a rabbit model of 
vascular injury. Immunohistochemical studies documented that LM609, even 
when administered systemically, localized to sites of vascular injury. 
LM609 administered immediately following balloon injury of the external 
iliac artery markedly reduced intimal thickening at 2 and 4 wk 
post-injury. Apoptosis was abundant where balloon injury resulted in 
expression of alpha (v) beta3 . At both 2 and 4 wk, re-endothelialization at 
the site of balloon injury was not retarded in LM609-treated rabbits 
versus controls. Thus, blockade of alpha (v) beta3 inhibits intimal 
thickening when administered immediately following balloon injury. This 
favorable impact on neointimal thickening is associated with apoptosis of 
activated SMCs expressing alpha (v) beta3 . These findings may explain the 
reduction in restenosis observed clinically following beta3 integrin 
blockade . 
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TI Integrin alpha v beta 3 antagonists promote tumor regression by inducing 

apoptosis of angiogenic blood vessels. 
AB A single intravascular injection of a cyclic peptide or monoclonal 

antibody antagonist of integrin alpha v beta 3 disrupts 

ongoing angiogenesis on the chick chorioallantoic membrane (CAM) . This 
leads to the rapid regression of histologically distinct human tumors 
transplanted onto the CAM. Induction of angiogenesis by a tumor or 
cytokine promotes vascular cell entry into the cell cycle and expression 
of integrin alpha v beta 3. After angiogenesis is initiated, antagonists 
of this integrin induce apoptosis of the proliferative angiogenic vascular 
cells, leaving preexisting quiescent blood vessels unaffected. We 
demonstrate therefore that ligation of integrin alpha v beta 3 is required 
for the survival and maturation of newly forming blood vessels, an event 
essential for the proliferation of tumors. 
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A mitogenic peptide amide encoded within the E peptide domain of the 
insulin-like growth factor IB prohormone. 

We have identified an amino acid sequence within the E peptide of the 
insulin-like growth factor IB (IGF-IB) precursor that is biologically 
active and designated this peptide insulin-like growth factor IB- (103-124) 
El amide (IBEl) . Its existence was predicted by a flanking 
Gly-Lys-Lys-Lys , a signal sequence for sequential proteolytic cleavage and 
peptidyl C-terminal amidation. A synthetic analog of the predicted IBEl 
peptide, designated Y-23-R-NH2, was generated with tyrosine added at 
position *0. This peptide at 2-20 nM had growth-promoting effects on both 
normal and malignant human bronchial epithelial cells. Y-23-R-NH2 bound 
to specific high-affinity receptors (Kd = 2.8 +/- 1.4 x 10 (-11) M) present 
at 1-2 X 10(4) binding sites per cell. Ligand binding was not inhibited 
by recombinant insulin or recombinant IGF-I. Furthermore, a monoclonal 
antibody antagonist to the IGF-I receptor (alpha IR3) 

did not suppress the proliferative response induced by Y-23-R-NH2. In 
addition, C-terminal amidation was shown to be important in receptor 
recognition since the free-acid analog of IBEl (Y-23-R-OH) did not 
effectively compete for binding and was not a potent agonist of 
proliferation. Immunoblot analysis of human lung tumor cell line extracts 
using an antibody raised against Y-23-R-NH2 detected a low molecular mass 
band of approximately 5 kDa, implying that a protein product is produced 
that has immunological similarity to IBEl. Extracts of human, mammalian, 
and avian livers analyzed on an immunoblot with the anti-Y-23 -R-NH2 
antibody contained proteins of approximately 21 kDa that were specifically 
recognized by the antiserum and presumably represent an IGF-I precursor 
molecule. This implies that in species where an IGF-I mRNA with homology 
to the human IGF-IB E domain has not yet been described, an alternate mRNA 
must be produced that contains a sequence similar to that of the 
midportion of the human IGF-IB E domain. Our findings demonstrate that 
IBEl is a growth factor that mediates its effect through a specific 
high-affinity receptor and is most likely conserved in many species. 
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L18 ANSWER 1 OF 1968 MEDLINE 

TI Human monoclonal macroglobulins with antibody activity 

AB Assays for specific antigen-binding activity were performed on sera from 
172 patients with monoclonal macroglobulinemia defined by immunof ixation 
electrophoresis. The sera were collected between 1970 and 2002. Mean IgM 
level was 1,409 mg/dL with a range from 70 to 6,800. Cryoglobulins were 
identified in 15.3% (26/170 sera: 12 trace, five single component, and 
nine mixed IgM-igG) . Rheumatoid factor (RF) was detected in 19 of 151 





(12.6%) samples with titers ranging from 1:80 to 1:327,680. Among the 
nine mixed IgM-IgG cryos, eight were RF-positive and six of six displayed 
positivity for hepatitis C virus. Cold agglutinins (CA) were present in 
8.5% (10/117) of sera with anti-I titers between 1:512 and 1:65,536. IgM 
binding to a series of glycosaminoglycan oligosaccharides, glycolipids 
and glycoprotein antigens was found in 75 samples (43%). IgM binding to 
antigens having known associations to polyneuropathies occurred in 2 0 
patients (12%) . Antinuclear antibody (ANA) was documented in 10 7% 
(18/169) of sera. Anti-DNA activity was absent in all samples tested. 
Sera from 71% of patients with monoclonal macroglobulinemia in this series 
exhibited binding to autoantigens . Some of these immune complexes 
resulted in clinically significant manifestations. Our results suggest 
that many monoclonal immunoglobulins may be functional antibodies rather 
than "paraproteins." Characterization of antigen-binding activities may 
provide insight into the pathogenesis of monoclonal gammopathies Semin 
Oncol 30:318-324. 

Copyright 2003 Elsevier Inc. All rights reserved. 
ACCESSION NUMBER: 2003200182 IN-PROCESS 
DOCUMENT NUMBER: 22605788 PubMed ID: 12720161 

Human monoclonal macroglobulins with antibody 
activity. 

^^™^^- Stone Marvin J; McElroy Yolonda G; Pestronk Alan; Reynolds 

Janet L; Newman Joseph T; Tong Alex W 
CORPORATE SOURCE: Baylor Charles A. Sammons Cancer Center and Immunology 

Laboratory, Baylor University Medical Center, Dallas TX 
SOURCE: SEMINARS IN ONCOLOGY, (2003 Apr) 30 (2) 318-24. 

Journal code: 0420432. ISSN: 0093-7754 
PUB. COUNTRY: United States 

DOCUMENT TYPE: Journal; Article; (JOURNAL ARTICLE) 

LANGUAGE : Engl i sh 

FILE SEGMENT: IN-PROCESS; NONINDEXED; Priority Journals 

ENTRY DATE: Entered STN: 20030430 

Last Updated on STN: 20030430 

L18 ANSWER 2 OF 1968 MEDLINE 

TI The relationship of psychological factors to the prognosis of 

hyperthyroidism in antithyroid drug-treated patients with Graves' disease 
OBJECTIVE: The relationship between emotional stress and the onset of 
hyperthyroidism has been well investigated, but the relationship between 
psychological factors and prognosis of antithyroid drug-treated 
hyperthyroidism is not well known. This study has examined not only 
emotional stresses but also patients' personality traits using specific 
tests, DESIGN: A prospective cohort study, SUBJECTS: Sixty-nine patients 
with hyperthyroid Graves' disease in the euthyroid state after 2-5 years 
of antithyroid drug therapy and 32 healthy subjects as the control group 
MEASUREMENTS: Patients responded to three types of questionnaires 
including the Minnesota Multiphasic Personality Inventory for personality 
traits, the Natsume's Stress Inventory for major life events, and the 
Hayashi's Daily Life Stress Inventory for daily life stresses. RESULTS- 
In the Graves' disease patients, stress scores of life events correlated 
significantly with serum TSH receptor antibody activity 

(r = 0.424, P < 0.001) and thyroid volume (r = 0.480, P < 0.001). When 
the patients were divided according to prognosis (41 with relapse and 28 
with remission) , four personality traits including hypochondriasis 
depression, paranoia and psychasthenia (mental fatigue) were significantly 
(P = 0.0146, 0.0052, 0.0125, and 0.0186, respectively) more common in the 
relapsed Graves' disease group than those of the remitted group. Six 
personality traits of conversion hysteria, psychopathic deviation, 
masculinity and feminity, schizophrenia, hypomania, and social 
introversion were not significantly different between the two groups. The 
scores of daily hassles (problems of daily life) were also significantly 
(P = 0.0124) greater in the relapsed Graves' disease group than in the 
remitted group The scale scores of depression and psychasthenia showed a 
positive correlation with scores of daily hassles (r = 0.535, P < 0 0001- 



AB 





r = 0.580, P < 0.0001, respectively), while an inverse correlation with 
scores of daily uplifts (r = -0.373, P = 0.0332; r = -0.322, P = -0.0120, 
respectively). CONCLUSIONS: The results suggest that major life events, 
personality traits of hypochondriasis and depression, paranoia, mental 
fatigue, and daily problems aggravate the prognosis of antithyroid 
drug- treated hyperthyroidism. Escape from life events is virtually 
impossible; thus coping strategies suggested by the physician may be 
useful in improving prognosis in Graves' disease. 
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TI Use of an ELISA for detection of antibody responses in argentine boa 
constrictors (Boa constrictor occidentalis) . 

AB OBJECTIVE: To develop mouse monoclonal and rabbit polyclonal antibodies 
against immunoglobulin of Argentine boa constrictors and to demonstrate 
the ability of these reagents to detect antibody responses in boa 
constrictors by use of an ELISA and western blot analysis. ANIMALS: Two 
3 -year-old Argentine boa constrictors. Procedure -Boa constrictors were 
immunized with 2 , 4 -dinitrophenylated bovine serum albumin (DNP-BSA) . Each 
snake received biweekly inoculations of 250 microg of DNP-BSA (half SC, 
half IP) for a total of 6 inoculations followed by monthly inoculations 
for 3 months. Preimmune blood samples were collected. Subsequently, 
blood was collected immediately prior to each booster inoculation. 
Anti-DNP antibodies were isolated from immune plasma samples by affinity 
chromatography. Affinity-purified boa anti-DNP immunoglobulin was used 
for production of polyclonal and monoclonal antibodies . An ELISA and 
western blot analysis were used to monitor immune responses, for 
purification of boa anti-DNP immunoglobulin, and for assessment of 
polyclonal and monoclonal antibody specificity. RESULTS: A 6-fold 
increase in optical density (OD405) of immune boa plasma, compared with 
preimmune plasma, was detected by the polyclonal antibody, and a 12- and 
15 -fold increase was detected by monoclonal antibodies HL1787 and HL1785, 
respectively, between weeks 4 and 8. Results of western blot analysis 
confirmed anti-DNP antibody activity in immunized boa 
plasma and in affinity column eluates. Polyclonal and monoclonal 
antibodies detected specific anti-DNP antibody responses in immunized 
boas. CONCLUSIONS AND CLINICAL RELEVANCE: Polyclonal and monoclonal 
antibodies recognized boa constrictor immunoglobulin. These antibodies 
may be useful in serologic tests to determine exposure of snakes to 
pathogens . 
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Studies on the effect of specific egg antibodies against Escherichia coli 
infections in piglets. 

The effect of chicken egg powder enriched with immunoglobulins specific 
for rotavirus antigen and fimbrial adhesions F4, F5, F6 of enterotoxigenic 
Escherichia coli (ETEC) (Globigen 66 S, Lohmann Animal Health, Cuxhaven, 
Germany) was studied in 465 sucking piglets on a commercial farm. Half of 
those piglets were given Globigen 66 S as an additive to milk replacer 
from day 2 until day 12 of life in addition to sows' milk. These piglets 
showed a higher intake of milk replacer and a lower prevalence of 
diarrhoea on days 2 and 3 of life. Statistical evaluation showed, that 
the effect of sows' milk on the duration of diarrhoea and on piglet weight 
gains was more pronounced than the effect of Globigen 66 S. Ant i -ETEC 
F4 -antibody-activities were measured using an indirect ELISA 
(enzyme -linked immunosorbent assay) . There was an inverse relationship 
between the intensity of diarrhoea and colostral antibody- 
activity (r = -0.2). Comparison of binding affinities of avian 
and porcine antibodies for F4 showed only a limited common spectrum of 
epitopes, so, in all probability, they might complement each other in the 
intestine . 
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TI Effects of unf ractionated and low molecular weight heparin on 
antiphospholipid antibody binding in vitro. 

AB OBJECTIVE: To compare the efficacy of unf ractionated heparin and low 
molecular weight heparin in the in vitro binding of antiphospholipid 
antibodies obtained from the sera of patients with recurrent pregnancy 
loss. METHODS: Women with immunoglobulin (Ig) G antibodies to the 
phospholipids cardiolipin and phosphatidylserine were selected based on a 
positive test by a standard enzyme-linked immunosorbent assay (ELISA) . 
The sera were reassayed for antiphospholipid antibodies in a modified 




ELISA using increasing doses of unf ractionated heparin or low molecular 
weight heparin (0, 16, 32, 64, 128, and 256 lU) . Sera were fractionated 
by unf ractionated and low molecular weight heparin affinity chromatography 
to compare the binding avidity and antiphospholipid antibody 
activity. RESULTS: All sera demonstrated a dose -dependent 
inhibition in measured antiphospholipid antibody 
activity with the addition of unf ractionated or low molecular 
weight heparin. Levels of IgG cardiolipin and IgG phosphatidyl serine were 
significantly inhibited in the presence of 32 lU of low molecular weight 
heparin (P <.001 and P <.05, respectively) and in the presence of 64 lU of 
unf ractionated heparin (P <.001 and P <.05, respectively). 
Antiphospholipid antibody binding activity in serum as measured in the 
ELISA was maximally reduced 76-89% with 256 lU of either heparin 
derivative. Affinity chromatography with unf ractionated or low molecular 
weight heparin columns absorbed 72% and 66% of IgG cardiolipin activity, 
respectively, and 46% and 54% of IgG phosphatidylserine activity, 
respectively. CONCLUSION: These data suggest that low molecular weight 
heparin and unf ractionated heparin reduce the in vitro binding of 
antiphospholipid antibodies on a per unit basis. Both heparins 
demonstrate binding activity similar to that of antiphospholipid 
antibodies in vitro. 
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